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FIG. 2
FIGs. 1 and 2.-Specimen shows a uterus and right fallopian tube which has been cut across to expose the uterine cavity. There is a circumscribed area of gangrene in the right side of the fundus.
This was quite black at operation. The falopian tube is also gangrenous. In the cavity of the uterus can still be seen retained products of conception.
Convalescence.-Stormy-paralytic ileus and bronchopneumonia. Temperature finally subsided by the twelfth day after operation. 24.8.55: Discharged to convalescent home after thirty-four days in hospital. 20.9.55: Seen in Outpatients and discharged.
Inversion of Uterus Due to Neoplasm.-C. W. TAYLOR, M.B., F.R.C.O.G. A. F., female, aged 15, was admitted to the Birmingham and Midland Hospital for Women, under the care of Mr. P. J. Ganner, on 31.1.55. There was nothing of note in her past or family history. Her periods commenced at the age of 13 and were regular, cycle 7/28. Present history.-Irregular vaginal himorrhage for ten months. Lower abdominal pain for three months.
Vaginal examination under anxsthesia showed a large fungating mass, ? extruding through the cervix. Biopsy was performed and showed a connective tissue tumour of indefinite type-the picture being obscured by necrosis.
At operation (8.2.55) vaginal examination, which was difficult, suggested that the tumour mass was arising from the fundus of an inverted uterus. The abdomen was opened and complete uterine inversion confirmed. The uterus and neoplasm were removed but the appendages, which were astride the rim of depression, were conserved. No pelvic or intraabdominal deposits of growth were seen.
The patient was readmitted ten weeks later with a large abdomino-pelvic mass. Deepray therapy was commenced but the patient's condition deteriorated, uremia ensued and she died on 6.5.55. Autopsy was refused. Operation specimen.-Large polypoidal masses are seen arising from the fundus and lateral aspect of the body of the completely inverted uterus. The endometrium covering the rest of the uterus and cervix is smooth and congested. Histological examination shows a "sarcomatous type" of neoplasm with areas of myxomatous tissue containing clusters of embryonic cells. No 1952 : Precipitate delivery at term of a 5 lb. 10 oz. infant who died two hours after birth from intracranial haemorrhage. At post-mortem, also signs of hmmolytic disease-enlarged spleen and generalized cedema. Rhesus antibodies had been present in the maternal serum during the pregnancy.
1953: Intra-uterine death at 26 weeks due to hydrops feetalis. Macerated stillbirth at 28 weeks. Antibodies again present.
1954: 16 weeks miscarriage. 20 weeks miscarriage. i.e. only one living child from 7 pregnancies. The patient was then remarried to a heterozygous Rhesus-positive husband. In the pregnancy under consideration-the first of the new marriage-Rhesus antibodies were again present in the early weeks but all was otherwise proceeding normally until 29 weeks when intra-uterine death again occurred.
At 33 weeks, four weeks after the intra-uterine death, the patient was admitted to the Horton General Hospital, Banbury, complaining of spontaneous bruising of one week's duration, with prominent bruises on the left forearm, right knee, and a very large extravasation of the left hip. No other abnormal bleeding had occurred. There was no previous history or family history of blood dyscrasia.
Blood investigations were commenced:
Haemoglobin 89%; platelet count 123,000/c.mm.; one-stage prothrombin time: patient 45 sec., control 20 sec. (prothrombin ratio 2-3), i.e. the platelet count was rather low and the prothrombin time noticeably delayed.
The patient was transferred to the Radcliffe Infirmary, Oxford, the following day with vaginal bleeding.
Before the patient arrived word had been received from Banbury that after three-quarters of an hour no clotting had been observed in the sample of blood taken. A supply of fibrinogen was therefore obtained and was on hand when the patient arrived.
On admission.-History of painless vaginal bleeding for four hours. There was no shock, the pulse rate being 80 per minute and the blood pressure 115/80. On examination the bruising was found as described. The fundal height corresponded to a 24 weeks' cyesis although the patient was at 33 weeks by her dates. The feetal heart was not heard. The uterus was not contracting. A further sample of blood taken on admission also failed to clot.
One hour after admission uterine contractions began and with each there was an increasing vaginal loss. Spontaneous bleeding from the gums was also noted.
A blood transfusion with compatible blood was started, and fibrinogen solution (19 grams to 1 pint normal saline) into a second vein.
Two and a half hours after admission the foetus with intact sac, complete with placenta was delivered rapidly and spontaneously with a sudden loss of a further two pints of incoagulable blood. Transfusions of blood and fibrinogen solution were given more rapidly.
Fortunately the uterus remained well contracted.
Three hours after admission-half an hour after delivery, blood taken clotted in ten minutes but rapidly redissolved.
Two hours after delivery, blood clotted in five minutes, the clot being stable and normal for the first time. Spontaneous bleeding from the gums ceased.
The total loss, estimated at 5 pints, was replaced by 4 pints compatible blood and two pints normal saline, each containing 19 grams fibrinogen.
The patient's subsequent progress was uneventful. She was discharged to Banbury on the tenth day. (HIemoglobin 75 %.)
Fibrinogen.-There was no fibrinogen present on admission, and the plasma fibrinogen level was still low, though not below the critical level, three days after delivery (Table I) . Setion of Obstetrics and G-yncecology
Platelets.-The platelet count was low prior to delivery, there were no platelets present on admission, and again abnormally low counts for several days after delivery (Fig. 1 Other clotting factors.-Although the various factors were unfortunately not able to be defined qualitatively at the time, it was clear that there was also a deficiency of some of the other associated factors which normally play a part in the blood-clotting mechanism, i.e. prothrombin and Factors V and VII. One or more of these constituents were present in abnormally low amounts both before and after delivery as indicated by the unduly prolonged one-stage prothrombin time (Table II ). (Where the prothrombin time values were low the tests were rechecked using blood to which fibrinogen had been added.) The absence of fibrinogen, or of platelets, or the deficient amounts of the associated clotting factors could each separately have caused a serious defect in the blood-clotting mechanism, but together led to drastic failure of normal clotting.
Discussion.-Defective blood clotting associated with pregnancy and delivery has only recently been recognized as an entity. It may have been the underlying cause of maternal deaths from post-partum hamorrhage previously thought to be associated with an "irreversible" stage of shock. Recent writers (Weiner et al., 1950a, b; Schneider, 1955; Steiner and Lushbaugh, 1941; Dieckmann, 1936; Barnett and Cussen, 1954; Hodgkinson et al., 1955; Frick and McKelvey, 1955) have reported that it is likely to occur in cases of (1) Abruptio placente. (2) Intrauterine death with retention of the feetus in utero. (3) Amniotic fluid embolism.
In each of the above instances the causative mechanism is similar. The clotting defect was previously believed to be due to afibrinogenaemia, but the present case shows that other factors may be involved.
Amniotic fluid or particles of placental tissue, both rich in thromboplastin, gain access to the maternal blood stream where the thromboplastin initiates a process of extensive intravascular clotting. This takes fibrinogen out of solution faster than its replacement, and defibrinates the blood. At the same time platelets are entrapped in the fibrin meshwork and are also removed from the circulation, again even faster than their usual rapid replacement. The minute clots or fibrin emboli are rarely seen at post-mortem, either because they are rapidly dissolved, as they are formed, by circulating fibrinolysins, or alternatively because it is believed that the fibrin is laid down along the lining of blood vessels.
Violent uterine action accelerates the passage of liquor or placental fragments into the maternal blood stream, especially where membranes are ruptured or when uterine sinuses are laid bare as in abruptio placenta. The use of Pitocin is contraindicated in cases of 7 95 96 Proceedings of the Royal Society of Medicine & intra-uterine death and accidental antepartum hvmorrhage for this reason, because of the risk of its inducing sudden powerful contractions. If the thromboplastin-rich substance enters the blood stream very suddenly as in massive amniotic embolism, the sudden extensive intravascular clotting which occurs causes an anaphylactoid reaction, with dyspnoea, cyanosis and possibly sudden death. Occasionally chest X-rays taken during the acute phase show an appearance like that of miliary tuberculosis due to the presence of multiple tiny infarcts, possibly caused by fibrin emboli-but these appearances are usually fleeting only. If the patient survives the acute attack gross clotting defects are likely to complicate delivery.
With intra-uterine death, the onset of symptoms such as bruising and spontaneous. bleeding is insidious due to the gradual chronic absorption of liquor-the "dead foetus. syndrome" described by Weiner and his co-workers (1950a, b.) Early writers especially emphasized the importance of cases where the intra-uterine death was due to Rhesus incompatibility, but there is no statistical proof that clotting defects are any more common in this group than in cases of intra-uterine death from other causes. Practical Application in Clinical Management.
(I) Early diagnosis is important so that adequate preparations can be made (e.g. fresh blood and fibrinogen obtained) and the emergency adequately dealt with early in the appropriate manner before the situation becomes uncontrollable.
(2) Investigation of suspected cases.-(a) Weiner's clot observation test. (5-10 c.c. blood into plain sterile tube left to stand and observed.) The clotting time and the stability of the clot are proportional to the amount of fibrinogen present. If clotting is delayed for more than ten minutes or if the clot dissolves within one hour there is a serious deficiency.
If the fibrinogen level is 0-60 mg. %, no clotting occurs. (3) Treatment-(a) Fibrinogen is given intravenously and rapidly, usually about 4 grams in the first instance, the total amount being dependent on its effect in producing more normal clotting at serial clot observation tests. Fibrinogen, however, is not sufficient alone.
(b) Blood is required in addition. Stored blood, contrary to popular belief, does, in fact, contain platelets in considerable numbers though some doubt has been cast on their efficacy in clot formation. Fresh blood makes good any platelet deficiency, but it also is the only means of supplying the other factors required for normal clotting. Because of the possible deficiency of these factors blood loss should be replaced fully with fresh blood if available.
(c) Calcium.-Finally, if renal function is impaired as is often the case in concealed accidental antepartum hemorrhage, and if much blood is given by transfusion, one may find defective clotting because of retention of the citrate given with the blood for transfusion. (This is normally excreted by the kidneys very rapidly and usually does not constitute a problem.) In these few cases it may be necessary to administer calcium in the form of calcium gluconate for example (10 c.c. of a 10% solution, given very slowly by intravenous injection).
Conclusion.-The case presented is that of intra-uterine death, retention of the foetus in utero and the insidious onset of defects in the clotting mechanism causing firstly spontaneous bruising, then excessive bleeding at the time of delivery together with a sudden exacerbation at that time leading to respiratory distress. It illustrates the various factors which can lead to defective clotting, the importance of early diagnosis, the investigations which can lead to the establishment of the diagnosis, and indicates the treatment required to deal with the several specific deficiencies which may be present. 
